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ASTHMA AND HAY FEVER 


Studies on the Effects of Sympathicoamines in Asthma: Variability of Effect 
From Differing Routes of Administration. Mosko, M. M., Arkin, M. C., 
Miller, B. H., and Snider, G. L.: Dis. Chest 38: 264, 1960. 


The effects of sympathicoamines administered by subeutaneous or aerosol 
routes were studied on 39 asthmatic patients. Prior control determinations 
of the maximum breathing capacity and one second vital eapacity were made, 
using a 9 L. Benedict-Roth spirometer with soda-lime tower and valves re- 
moved. All measurements were repeated until good agreement between dupli- 
‘ate determinations for each test was obtained. Predicted values were also 
caleulated according to age, sex, height, and weight. When the control maxi- 
mum breathing capacity was less than 50 L./min., a 20 per cent or greater in- 
crease over the control value was considered significant. When the control 
maximum breathing capacity was more than 50 I./min., significance was 
aseribed to an increase of 10 L./min. or greater. 

After completion of the control studies, each patient received 0.3 me. of 
epinephrine subeutaneously and 20 minutes later the maximum breathing ea- 
pacity was measured. This procedure was then repeated following a dose of 
0.2 mg. of epinephrine. If there was significant change between the second and 
third maximum breathing capacity determinations, additional doses of 0.2 mg. 
of epinephrine were given until there was no further significant change. At 
this point the patient was given 5.0 me. of aerosolized epinephrine or 2.5 meg. of 
isoproterenol in 0.5 ¢e. of water. Twenty minutes later, a final maximum 
breathing capacity and a one second vital capacity were performed. 

In a second group of 6 patients, the above procedure was reversed, in that 
the aerosolized svmpathicoamines were administered prior to subeutaneous epi- 
nephrine. 

A total of 45 studies were completed on 32 patients in which sympathico- 
amines were administered first subeutaneously and later as aerosols. In 38 of 
the 45 studies, there was a significant improvement in the maximum breathing 
capacity at the end of the study as compared with the control. In 7 studies, no 
increase in maximum breathing capacity could be elicited, despite repeated 
doses of sympathicoamines by both routes of administration. In 24 studies there 
Was a significant response to the first injection of 0.3 mg. of epinephrine and in 
10 of these there was an additional response to subsequent injeetions of epi- 
nephrine. In 8 studies a significant rise failed to occur after the first injection, 
but there was a significant response after a subsequent injection of 0.2 me. of 
epinephrine. Thirteen patients failed to respond to subeutaneous epinephrine, 
but 6 of these did improve after sympathicoamine aerosol. 

Eight patients were studied on two or more oceasions. Four patients 
showed a significant response to epinephrine subeutaneously on both occasions, 
and 4 failed to respond on one study but did respond signifieantly when studied 
on another occasion. In comparing the response of isoproterenol aerosol and 
aerosol epinephrine, no significant differenee could be found. 

In 34 studies it was demonstrated that maximum relief of airway obstrue- 
tion had been obtained by the administration of repeated doses of epinephrine. 
A subsequent dose of aerosol epinephrine or isoproterenol caused a further sie- 
nificant rise in 10 patients; 22 patients had no further change. Thus, in one 
third of the patients, sympathicoamines administered topically produced an 
effeet which could not be elicited by svympathicoamines carried to the lunes and 
bronehi via the blood stream. 
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In 3 of 8 studies in which there was a significant reaction to aerosolized 
svmpathicoamine, the subsequent administration of subeutaneous epinephrine 
produced a further response in 3 instances. There was a significant response 
to aerosol and a fall after subcutaneous epinephrine in 2 studies. In one study 
there was no significant response to aerosol, but a significant rise after subeu- 
taneous epinephrine. Thus, in one half of the studies in whieh reversible airway 
obstruction was demonstrated, a bronchodilator response could be elieited by 
subcutaneous epinephrine which could not be elicited by aerosol svympathico- 
amines. 

It was concluded that aerosolized svmpathicoamines may have a greater 
vasoconstrictive effeet in the superficial portions of the bronchial mucosa. Sub- 
cutaneously administered svmpathicoamines may have a greater effeet on vaso- 
constriction deep in the bronchial wall and on relief of bronchial musele spasm. 
These studies indicate the advisability of using svmpathicoamines by both the 
subcutaneous and aerosol routes in the treatment of patients with severe or 
refractory asthma. Kk. W. 


An Investigation Into the Use of Aralen in Bronchial Asthma. Stern, A., 
Zucker, A., Sherman, W., and Florio, A.:| Ann. Allergy 18: 980, 1960. 


The antimalarial drugs often favorably affect collagen diseases. Chlora- 
quin (Aralen) was administered orally to 12 of a study group of 16 asthmatic 
individuals for not less than 2 months. A double-blind technique was used 
and 4 patients received both placebo and Aralen. Timed vital capacity studies 
and elinical results were evaluated. “Although pulmonary function was im- 
proved in patients taking the drug, there was no apparent clinical improve- 


Al 


ment.” EK. K. 


The Value of Triamcinolone in Allergic Asthma: A Comparative Study. 
Tuft, L., and Heck, V. M.: Am. J. M. Se. 241: 589, 1961. 


A double-blind study in which the therapeutie efficacy of triamcinolone, 
prednisone and, a placebo were compared in 20 asthmatic patients revealed 
that triamcinolone afforded a slightly better clinical response than prednisone. 
In a second study, 19 of the 20 patients with asthma were given triamcinolone 
after the conclusion of the double-blind study and all reported improvement 
in their symptoms. <All of these patients had had triamcinolone prior to the 
double-blind study. Side effects with triamcinolone were minor and minimal. 


H. F. 


The Influence of Artificial Expiratory Stenoses and of Breathing on the Mean 
Capacity in Asthma and Emphysema. Gronbaeck, P., and Skouby, A. P.: 
Acta med. seandinay. 168: 1, 1960. 


Fourteen patients with asthma and emphysema were subjected to spiro- 
metrie studies. A valve placed in the airway leading away from the spirom- 
eter controlled the diameter of that airway and could provide resistance to 
airflow on expiration. The measurement used for comparison was the in- 
spiratory reserve volume plus one half the volume of tidal air. Expiratory 
tube diameters of 7 mm. or more did not affect inspiratory reserve volume plus 
one half tidal air volume. Smaller diameters uniformly and progressively 
‘caused increased capacity of the lungs. This effeet was most noticeable in 
patients with the lowest mean capacities. Rebreathing of oxygen and air 
also increased the mean capacity of these subjects. It is stated, however, that 
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“the therapeutic effect of expiratory stenosis as for instance, pursed lip breath- 
ing, is hardly of any value in the treatment of these patients apart, perhaps, 


from the lengthening effeet on the expiratory phase.” Kk. kK. 
DERMATOLOGY 


Role of Dermal Sensitivity in Ragweed Contact Dermatitis. Epstein, S.: 
A. M. A. Arch. Dermat. 82: 48, 1960. 


The author reports 16 cases of patients with contact dermatitis from rag- 
weed oil, one of whom developed a photosensitivity as well. These patients 
had an indurated rash with lesions which appeared more typical of a chronie 
lichenified atopic eruption than the acute vesicular type usually observed in 
contaet reactions. The lesions were located on the exposed parts, especially 
the faee, neek, hands, arms, and legs and most often oceurred in farmers 
ranging from 40 to 65 years in age. 

All the patients had positive patch test reactions to ragweed oil. There 
were 11 positive and 3 questionable delayed reactions to intradermal tests 
with ragweed oil solutions. Intradermal tests were carried out with 0.03 @.e. 
of a 1: 1000, 1: 10,000, or 1: 100,000 dilution of ragweed oil suspended in 
peanut oil. After 48 hours the test showed a papular nonvesicular lesion with 
redness, swelling, and infiltration which reached one half centimeter in 
diameter. Uniform histologic changes were observed when the test sites were 
biopsied in 48 hours. Minimal epidermal changes were seen but the corium 
contained numerous empty-appearing spaces, apparently the previous site of 
oil globules, with a pronounced perivascular lymphoeytie infiltrate and 
numerous polymorphonuelear cells, many in a degenerate state. 

Five of the patients were atopic, and one had a typical history of ragweed 
hay fever. The fact that ragweed oil contact dermatitis oecurs more fre- 
quently in atopie individuals than chanee would explain suggests that an 
atopic mechanism may also be a factor in the causation of the eruption. Con- 
current therapy of the allergic factors in such eases seems to improve the 
results obtained with ragweed oil densitization. R. W. 


Sensitivity to Bisphenol A. Gaul, L.: A. M. A. Arch. Dermat. 82: 1003, 1960. 


After sanding fiber glass archery bows, an 18-year-old boy developed a 
contact dermatitis manifested by an erythematous irritation on the wrists, 
forearms, face, and neck, with marked edema of the eyelids and external 
nares. He showed a 4-plus patch test reaction to liquid epoxy resin. When 
the eruption had subsided he was patch tested with acetone, phenol, bisphenol 
A, and epichlorohydrin. Bisphenol A is used in the manufaeture of epoxy 
resins and is a condensation product of acetone and phenol. The bisphenol A, 
in a 1 per cent concentration in olive oil, gave a 4-plus reaction whereas 1 per 
cent epichlorohydrin in olive oil gave a questionable reaction. Both the 
acetone and phenol yielded negative patch test reactions. R. W. 


Dermatitis Due to Grevillea Robusta (Australian Silk Oak). May, S. B.: 
A. M. A. Arch. Dermat. 82: 1006, 1960. 


The author discussed the case of a 45-year-old white man who developed 
a pruritic, erythematous, edematous, vesicobullous eruption on his neek, arms, 
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trunk, and genital area 2 days after sawing off a silk oak tree limb in his 
backyard. While sawing, the dust fell on his face, neck, and into his clothing. 
A patch test with the sawdust produced a bullous response in 36 hours. Al- 
though routine dermatologic therapy was not suecessful in relieving the 
eruption it quickly responded after systemie steroid medication. Since the 
foliage of this tree is known to be a common cause of Contact vesicular erup- 
tions, the occurrence of a similar reaction from the sawdust of this tree is of 
interest. R. W. 


A Fatal Case of Eczema Vaccinatum. Reynolds, K.: Lancet 2: 684, 1960. 


A 2-vear-old unvaccinated girl with eezema on her forehead, arms, and 
legs since the age of 3 months developed vesicular lesions on the allergic 
eruption following contact with her younger brother who had recently been 
vaccinated and had shown a typical primary reaction. The vaccination site 
had been left uncovered. She was admitted to the hospital 4 days later with 
a temperature of 102.6° F. and a severe umbilicated vesicular eruption with 
lesions, 5 to 10 mm. in diameter, involving the forehead, eyelids, cheeks and 
arms, exluding the palms and fingers. The legs from the groin downward 
were also affected but the toes and soles of the feet were spared. A few 
lesions were observed on the buttocks and abdomen but none were present 
inside the mouth or on the conjunctivae. The rash followed the same distribu- 
tion as the eczema. The lesions tended to be confluent and exuded a clear 
liquid which in some areas was blood stained. Some of the lesions were 
secondarily infected and small lymph nodes were palpable on both sides of 
her neck, She was treated with sedatives, antibiotics, intravenous fluids, anti- 
vaccinal gamma globulin, and chlortetracyeline cream topically. Her con- 
dition became progressively worse, she developed generalized lymphadenop- 
athy and liver enlargement, an elevated serum globulin with a total plasma 
protein level of just 5.1, and died shortly thereafter. Blood culture at the time 
of death grew out a coagulase-positive staphylococcus. The postmortem ex- 
amination revealed ulcerated lesions in the stomach and esophagus. The liver 
showed severe fatty changes and the kidneys appeared pale and somewhat 
swollen. Vaecinal virus and resistant staphylococci as well as fecal strepto- 
cocei were isolated from specimens taken from the skin and organs at post- 
mortem. Since the disease is usually transmitted by direct contact, the 
author stresses the importance of covering the primary vaccinal reaction, of 
not vaccinating patients with any type of skin eruption, and of not vaccinating 
any patient when other members of the family have active skin eruptions. 

R. W. 


Treatment of Urticaria and Quincke’s Edema With a Synthetic Antimalarial 
Drug: Amodiaquine. Reinberg, A.: Lancet 2: 842, 1960. 


Twenty-two patients with chronic urticaria previously unresponsive to 
antihistamines were treated with a synthetic antimalarial drug, amodiaquine. 
They were mostly young adults, averaging 35 years in age, and had had their 
eruptions for from 6 months to 5 years. Twelve individuals were given 
amodiaquine in doses of 200 to 400 mg. daily during the first week and 100 to 
200 mg. daily during the second to fourth week. Ten patients were treated 
with either a combination of amodiaquine and antihistamines or with amodia- 
quine and antibiotics after previous therapy with either the antibiotic or 
antihistamine alone had proved ineffectual. Hight of the 12 patients who re- 
ceived amodiaquine alone obtained either good or excellent results, and 4 
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patients experienced no benefit. One of the patients who was not relieved 
had active amebiasis as the cause of the skin reaction. Another patient had 
an increase in beta Hpoproteins and the rash was quickly relieved following 
heparin therapy and a low fat diet. Of the & patients relieved by amodia- 
quine, 2 had urticaria caused by sunlight and 2 had cold urticaria. The anti- 
malarial worked well on 3 patients with infectious urticaria treated simul- 
taneously with tetracycline, but was not especially effective in combination 
with the antihistamine. It became necessary to interrupt therapy in 2 patients 
because of severe side effects manifested by nausea, vomiting, and diarrhea. 
Improvement was usually noted within 10 days after the start of amodiaquine 
therapy. It often continued after the drug was stopped or when just a small 
maintenance dose, approximately 200 mg. weekly. was preseribed. R. W. 


MISCELLANEOUS ALLERGIES 


Immunologic Studies of Serum Sickness From Bovine Antitetanus Toxin. 
Reisman, R. E., Rose, N. Ru. and Arbesman, C. K.: J. A. M.A. 176: 1004, 
1961. 


There is a cross antigeme relationship between bovine and equine sera. 
In patients who are sensitive to equine sera and to whom the administration 
of bovine antiserum is being considered, this cross reactivity must be kept in 
mind and all such patients should be skin tested previous to its administration. 

A 39-year-old atopic male who had previously developed serum sickness 
following the use of equine tetanus antitoxin was given an injection of bovine 
tetanus antitoxin and developed an accelerated type of serum sickness + days 
later. Immunologie studies done on the patient’s serum taken prior to the 
administration of the bovine antitoxin revealed the presence of hemagelu- 
tinating antibodies to horse serum but none to bovine serum. After the onset 
of symptoms, the hemagglutinating titer against horse serum rose to a peak 
of 16,000 on the twelfth post-injection day but the antibovine serum titer rose 
to 100,000 on the same day. Concomitant with the development of symptoms, 
the presence of skin sensitizing antibodies was noted. These antibodies were 
short lived in character in contrast to the longer lasting hemagglutinating 
antibodies. Precipitating antibodies against both bovine and equine serum 
were also demonstrated in the serum drawn on the twelfth post-injection day. 

Agar electrophoresis and fractionation experiments and immunoelectro- 
phoresis revealed the principal antigenic fractions of bovine serum to be in a 
component with the migration rate of an alpha globulin. Since the antitoxin 
itself is produced in the beta and gamma globulin fractions the component of 
the bovine serum responsible for the serum sickness in the case presented does 
not appear to be identical with the protective antitoxin component. On the 
basis of this observation the production of an antitoxin of lower antigenicity 
is a distinct possibility. The administration of tetanus toxoid to all horse 
serum-sensitive individuals should be mandatory and its routine use would 
eliminate the problem of serum sickness in the general population. H. F. 


Anaphylaxis Following the Ingestion of Soybean. Mortimer, FE. Z.: J. Pediat. 
58: 90, 1961. 


A 20-month-old infant with a positive family history for allergy and a 
personal history of sensitivity to soybean was inadvertently fed a soybean 
formula. Almost immediately after ingesting this food the child went into 
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profound shock. In spite of intensive therapy he remained unresponsive, with 
reflexes absent for about one hour after which time gradual improvement took 
place. 

In early infaney the patient had had asthma and eezema which became 
aggravated when he was put on a soybean milk formula and which promptly 
improved when the offending agent was withdrawn. Skin tests at that time 
were strongly positive to soybean extract. For the first 2 years of his life 
the patient had lived in the immediate vicinity of a large soybean processing 
plant. Two years after the anaphylactic reaction, passive transfer and direct 
skin tests were positive to soybean. However, by this time the child was able 
to tolerate a soybean milk mixture without difficulty. H. F. 


Vascular Reactions in Drug Allergy. Meyler, L., Stoel, L., Hogewind, F., 
Kooy, A. N. F.. and Loonstra, Tj.: Acta med. seandinay. 167: 95, 1960. 


Several cases of drue sensitivity are reported. One man known to have 
angioedema from aspirin and amidopyrine died within 10 minutes after an 
injection of mutapyrine given for shoulder pain. A near fatality from an 
anaphylactie reaction to streptomycin is cited; this is a rarity. 

Arteritis due to drugs usually affects arteries of smaller caliber than those 
involved in periarteritis nodosa, although larger arteries may also be inflamed 
with both endovascular thrombi and periarteritie changes. Arteritis runs a 
more acute course than periarteritis nodosa; in one ease, death occurred in 
4 days following sulfathiazole therapy. Coronary intaretion, myocarditis, 
and periearditis can result. Eight series of electrocardiograms are presented. 
Kosinophilia ranging from 20 to 50 per cent was observed in several, but not 
in all, cases of arteritis. Skin and muscle biopsies may be negative if they do 
not pass through an involved area. KE. K. 


PHARMACOLOGY, PHYSIOLOGY, AND PATHOLOGY 


Effect of Changes in Arterial pH on the Action of Adrenalin in Acute Adren- 
alin-Fast Asthmatics. Blumenthal. J. S., Blumenthal, M. N., Braun, EF. B.. 
Campbell, G.S., and Prasad, A.: Dis. Chest. 89: 516, 1961. 


It was shown on intaet and cardiac bypassed dogs that changing the 
blood pH to the acid side by CO, inhalation resulted in a markedly decreased 
effect of adrenalin. Cireular rings of guinea pig trachea responded to 
adrenalin with inereased dilatation when the solution was made alkaline and 
to a less degree when the pH was lowered. In human volunteers, arterial pH 
was changed to the alkaline side by hyperventilation and to the acid side by 
(QO. inhalation. Similar effects in the responses to adrenalin were found in 
blood pressure, pulse rate, and electrocardiographic readings. 

In 45 adrenalin-fast asthmatics, who revealed marked respiratory acidosis, 
treatment with one molar sodium lactate (120-500 ¢.e. intravenously) raised 
the blood pHf from the mean of 7.3 to 7.4 and increased their sensitivity to 
the bronchial effects of epinephrine. This form of therapy is contraindicated 
in cases of nephritis, cardiae decompensation, and tetany, where sodium re- 
tention is detrimental. H. Pelz 


Further Observations on Penicillinase. (Greaves. A. B.: J. A. M. A. 176: 951. 
1961. 


Treponema pallidum, as demonstrated by dark-field examination, were 
shown to disappear from lesions when penicillin alone or penicillin in e¢om- 
bination with penicillinase was administered to a series of syphilitic patients. 
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It was also noted that while usually no penicillin was present in the blood of 
these patients treated with penicillin-penicillinase combination, one patient 
in the series of 10 examined did show detectable penicillin levels. When peni- 
cillin treatment was continued for up to 7 days in these patients demonstrable 
penicillin levels were found in only one ease. The chaneres and moist lesions 
of patients treated with penicillin-penicillinase combination healed as quiekly 
as those treated with penicillin alone and many patients exhibited serologic 
improvement in spite of negligible or absent penicillin blood levels. 

This study suggests that the medium by which the treponema is destroyed 
is still obscure and does not apparently depend upon the blood penicillin . 
levels. Penicillinase may merely suppress penicillin blood levels rather than 
destroy penicillin and this enzyme should therefore not be relied upon as the 
sole remedy in the treatment of life-threatening penicillin reactions. H. I. 


Absorption of Potassium Iodide From Gastrointestinal Tract. Small, M. 1., 
Bezman, A., Longarini, A. K., Fennell, A., and Zameheck, No: Proe. Soe. 
Exper. Biol. & Med. 106: 450, 1961. 


The site of absorption of orally administered iodide is controversial. Its 
rapid excretion by the salivary gland offers a means of studying the rate of 
iodide absorption. In this study, barium sulfate was added to the iodide 
solution, providing the means for fluoroscopic observation of its entry into 
the duodenum. lodide was found in the saliva from 2 to + minutes after the 
iodide-barium mixture reached the duodenum.  Todide introduced by tube 
directly into the duodenum was detected in the saliva within 3 or 4+ minutes. 
In experiments performed on rats, 14.9 per cent of iodide introduced mechani- 
eally into the stomach and 48.9 per cent of that placed in the duodenum was 
absorbed within one hour. It is concluded that the small intestine is the 
principal site of absorption of orally administered iodide in humans and rats. 

B.S. 


Effect of Histamine on the Circulating Eosinophils in Man. Rasanen, T.: 
Acta allergol. 16: 58, 1961. 


A group of adult patients with normal pituitary-adrenal systems were 
given 0.5 mg. of histamine hydrochloride in ravenously. Capillary blood 
samples were taken shortly before the histamine injection and at intervals 
thereafter up to 24 hours. During the first hour the blood eosinophilia of the 
eroup showed a fall to 64 per cent of the initial values. The eosinopenia 
was evident for a minimum of 4 hours. During the first heur, there was a 
continuous slow decrease in eosinophils. It was inferred that histamine has a 
direet eosinophil destroying effeet by reacting with the granules, and that the 
stimulation of the pituitaryv-adrenal system by histamine produced gluco- 
eorticoids which released endogenous histamine, M. C,. 


Blood Proteins and Electrolytes in Allergic Patients. Vaccarezza, J. R.: Ann. 
Allergy 18: 961, 1960. 


By means of paper strip clectrophoresis, electrolytes and plasma proteins 
of 40 allergie patients were studied. The alpha globulin was decreased con- 
sistently as compared to generally accepted norms. Globulin was found to 
be inereased “in 46 per cent of the purely allergic patients and in 70 per 
cent of the infected cases.” Gamma globulin was elevated about 40 per cent 
in those with infection. Electrolyte studies were suggestive of suprarenal 
insufficiency. Plasma sodium levels were low and potassium was clevated in 
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11 of 28 “pure allergic” cases. Plasma chloride values were lower than normal 
Ina majority of patients, and globular chloride was elevated. Caleium and 
magnesium values were within normal limits. 

It is suggested that the low values of alpha globulin may relate to the 
function of this globulin as a corticosteroid earrier, thus facilitating the 


ability of allergie individuals to become sensitized. K. K. 
IMMUNOLOGY 


Studies on Hypersensitivity. IV. The Relationship Between Contact and De- 
layed Sensitivity: A Study on the Specificity of Cellular Immune Reac- 
tions. (ell, P. G. H., and Benacerraj, B.: J. Exper. Med. 118: 571, 1961. 


Contact sensitivity is a form of delayed sensitivity to autologous conju- 
gates with a considerable degree of carrier protein specificity and may be 
considered as an example of “partial autosensitization.” 

Guinea pigs were immunized with picryl chloride (PicCl) and with picry! 
chloride conjugated with guinea pig albumin (PicGP Alb) and then tested 
tor contact sensitivity to PicCl and for delayed sensitivity to PieGP Alb and 
Pie Bovine yglobulin (pic ByG). Those animals sensitized to PicGP Alb 
develop contact reactions to PicCl and delayed reactions to PicGP Alb, but 
no circulating anaphylactic antibody could be found to the latter antigen. 
PicCl-sensitized animals develop contact sensitivity to PieCl but weak delayed 
reactions to challenge with PieGP Alb. Other animals sensitized with picry! 
chloride hapten conjugated to a foreign protein carrier-ovalbumin (PicOv 
Alb) develop little contact and no delayed sensitivities. This latter group did, 
however, demonstrate good circulating (Arthus and anaphylactic) antibody 
formation, Contact sensitivity to PieCl was lost when animals immunized 
with PicGP Alb were desensitized with this substance. This sensitivity was 
retained in animals sensitized to PicCl and desensitized with PicGP Alb. 
Similar experiments with para- and orthochlorbenzoyl systems confirmed the 
reactions elicited with the pieryl system. The results seem to indicate that 
in these systems the specificity of the delayed reaction involves more than 
just the hapten portion of the conjugate alone. The reason given for failure 
to elicit contact reactions to dinitrofluorobenzene in animals immunized with 
dinitrofluorobenzene-protein conjugates is that this material behaves dif- 
ferently from other protein carriers, possibly due to the irritant quality of 
the hapten. 

The authors feel that, with the proper choice of conjugate and hapten, 
a measure of correlation may be demonstrated between contact and delayed 
type of sensitivities. This is probably due to the fact that the delayed sensi- 
tivity of these systems is carrier specifie despite the nonantigenicity of the 
carrier protein, It is also thought that delayed sensitivity to conjugates with 
serum albumin is the result of the weak antigenicity of hapten-homologous 
albumin conjugate in inducing anti-hapten antibody. D. Stein 


Some Properties of Human Anti-antibody. Beek, J. S.: Brit. J. Exper. Path. 
22: 7, 1961. 


Agglutination of human group O Rh+ve red blood cells previously sensi- 
tized by exposure to an incomplete anti-D serum is brought about by an anti- 
body designated as an anti-antibody, i.e., an antibody specific for another anti- 
body. This latter antibody must be altered by combination with its appro- 
priate antigen before the reaction with anti-antibody occurs. 
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The authors were able to demonstrate an incidence of anti-antibody in 
iiters of 1:8 or higher in 0.82 per cent of donors, and in 3.76 per cent of 
hospitalized patients. The anti-antibody was shown to be resistant to pro- 
longed storage in the frozen state, independent of the heat-labile components 
of complement, and was best demonstrated with freshly drawn erythrocytes. 
It was also shown to be active with homozygous as well as heterozygous 
D-factor containing erythrocytes and active at an optimum pl range of 7.5 
to 8.0.) The anti-antibody was lost by prolonged dialysis of serum, but re- 
stored to activity by the addition of fresh whole normal serum or the retenuate 
of dialyzed normal serum (co-factor), This antibody was clectrophoretically 
categorized as a y-globulin present in the euglobulin fraction, and specifie for 
the complex of incomplete anti-D antibody with O Rh+ve red cells as antigen. 

It is concluded that, after union with an appropriate antigen, some anti- 
bodies themselves become antigenic for the naturally occurring anti-antibody. 

D.S. 


Comparative Results in the Use of Two Commercial PPD Skin Tests in 569 
Admissions. rock, B. L.: Dis Chest. 38: 391, 1960. 


A study was conducted to determine the role of intermediate and second 
streneth PPD in the diagnosis of tuberculosis and to determine whether there 
might be any difference in the manufacture of PPD. On admission, 569 pa- 
tients were tested on the volar surface of each forearm just below the elbow 
with two brands of intermediate strength PPD manufactured by Parke-Davis 
& Co., and Merek & Co., Ine., respectively. The degree of induration was 
measured in millimeters at 48 and 72 hour intervals and was classified in 4 
categories according to size headines: 0 mm. to 5 mni., 6 mm. to 10 mim., 11 
mim, to 20 mm., and 21 mm. and over. If these tests were negative, the same 
strength intermediate O.T. was given the following week in most cases and 
if the patient again showed no reaction a second strength PPD was given. 
If this proved to be negative, a second strength O.T. was employed. 

Of 569 patients, 500 were positive and 69 had a negative intermediate 
PPD test on both arms. Of 69 patients reacting negatively to intermediate 
PPD, 24 had proved tuberculosis. Seven of these were taking steroids, 10 
were positive to intermediate O.T., and 7 positive only to second strength 
PPD. Of the remaining 45 cases reacting negatively, T were infected with 
atypical acid-fast bacilli, 7 showed x-ray evidence of pulmonary tuberculosis, 
but had negative cultures, and 51 had no evidence of elinieal tuberculosis. 

Fifteen of the patients originally tested were positive to one brand of 
tubereulin but negative to the other. On = re-testing all were found to be 
positive to both tuberculins. Among the positive reactors, it was found that, 
in 81 per cent of the cases at 48 hours and in 80.6 per cent of the eases at 72 
hours, the indurations caused by the two tubereulins agreed within bracket. 
In a comparison of the changes in the degree of induration caused by the two 
brands of tuberculin between 48 hours and 72 hours, it was found that in 
79 per cent of the Merek cases and in 75 per cent of the Parke-Davis cases 
there was no change within bracket between 48 and 72 hours. In 18 per 
cent of the Merck ceases and in 20.8 per cent of the Parke-Davis cases there 
was a small induration within bracket at 72 and at 48 hours. 

When the size of induration was compared at the end of 48 hours, it was 
found that the Merck intermediate PPD produced a greater degree of indura- 
tion than Parke-Davis intermediate PPD in 31.5 per cent of cases. Parke- 
Davis intermediate PPD showed a greater degree of induration than Merek 
intermediate PPD in 15.5 per cent of the cases. 

It was found that the average size of the indurations produced by the two 
intermediate tuberculins was greater in Negroes than in whites. Itewer Negro 
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patients than white patients with proved tuberculosis had indurations of less 
than 11 mm. in diameter. Since 2.8 per cent of this series of cases of proved 
¢linical tuberculosis had induration of less than 6 mm. in diameter, it was 
obvious that any indurations were significant and should be considered as 
diagnostic of the presence of acid-fast bacilli. From a practical standpoint, 
it was concluded that a 48 hour reading would have been sufficient for this 
eroup. Ek. W. 


Studies of the Dispersion of Emulsified Extracts by Means of Incorporated 
Radioisotopes. Metcalf, T. G., Amell, A. R., Slanetz, L. W., and Brown, 
E. A.: Ann. Allergy 18: 983, 1960. 


Radio-iodinated bovine gamma globulin was incorporated in a sterile 
Arlacel A: Drakeol 6VR (1:9) mixture and injected subcutaneously on the 
abdomen of guinea pigs. One animal was sacrificed at 48, 72, 96, and 120 
hours following the injection. Suecessively larger squares of abdominal skin 
were removed from around the injection site of each animal and examined 
for radioisotope activity. After 48 hours, radioactivity decreased in the out- 
lying areas of skin more rapidly than it decreased in the injection site. Of 
7 additional guinea pigs, one was sacrificed daily for 7 days after the in- 
jection to trace radioactivity in various tissues. The blood, kidneys, and 
liver contained the greatest amount, with small intestines and lungs next in 
order. Very little radioactivity was found in spleen or brain. Radioactivity 
of these tissues decreased rapidly after the first 24 hours. FE. K. 


Immunological Tolerance Studies With Mice and Trichinella. Ewert, A., and 
Olson, L. J.: J. Parasitol. 46: 849, 1960. 


Immunologie tolerance induced by exposure of the immature animal to 
specific antigen has not previously been reported with respect to helminths 
and vertebrates. 

Newborn white mice were injected intracardially with Trichinella antigen 
or control (beef serum ultrafiltrate-antibiotie). Six weeks later all animals 
were challenged with 200 Trichinella larvae. Antigen consisted either of 
larval exeretions and seeretions (IS) or whole larvae disrupted by sonication. 
The resulting total worm burden (adult and larval) of each mouse was deter- 
mined by digestion of the mouse, recovery of the larvae, and counts of sus- 
pensions of the larvae and worms. No significant difference was found be- 
tween test and control animals, although a few more larvae were recovered 
from the controls. 

When ES antigen was injected intraperitoneally into mice 5 or 6 weeks 
of age, subsequent challenge yielded an average worm count of 21 adults and 
20,000 larvae in the immunized mice as compared with 49 adult and 39,000 
larvae in controls. Sonicate antigen had no protective effect. Gel diffusion 
studies (unpublished) indicate differences between the ES and sonieate anti- 
gen which may explain this difference in immunogenicity. 

It is possible that variation in routes and in timing will permit the demon- 
stration of immunologic tolerance of mice for Trichinella, although these ex- 
periments have not demonstrated that phenomenon. E. K. 


Guinea Pig Anti-Insulin Serum. Robinson, B. H. B., and Wright, P. H.: J. 
Physiol. 155: 502, 1961. 
Guinea pig anti-insulin serum is not species specific. The antibody prob- 
ably combines directly with the hormone both in vivo and in vitro. By the 
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former method it produces hypoglycemia in conscious fed rats and is also 
capable of inhibiting to a degree the hypoglycemic effect of exogenously ad- 
ministered insulin. By the latter method the anti-serum is capable of agelu- 
tinating sheep red cells coated with bovine, pig, or sheep insulin by the dis- 
diazobenzidine technique. 

Immunization of guinea pigs with an emulsion of bovine insulin in lanolin 
produces anti-insulin antibodies within 3 months and after 5 to 6 months active 
anti-insulin antibodies producers may be selected. This treatment does not 
produce hypoglycemia in immunized animals. The major cause of death in 
these animals was from pericardial hemorrhage following cardiac puncture in 
attempts to obtain anti-serum., D.S. 


Chronic Sialoadenitis Caused by Autoimmunization. Mosbach, J., and Kristen- 
sen, H. P. O.: Acta med. seandinay. 168: 147, 1960. 


This is the first report of the presence of circulating antibodies in chronic 
sialoadenitis. Such antibodies have been isolated for Hashimoto’s goiter and 
in the syndrome of keratoconjunctivitis with parotitis. 

A ease of a 52-year-old nurse who developed fever and enlarged cervical 
elands is presented. The glands remained somewhat enlarged for several 
months and finally one of them was biopsied because Hodgkin’s disease was 
suspected. The “lymph node” was discovered to be an enlarged submaxillary 
gland which histologically showed fatty infiltration and interstitial chronic 
inflammation, characterized by lymphocytes, plasma cells, and only slight 
fibrosis. Serum proteins showed 2.8 Gm. per cent albumin and 5.5 Gm. per 
cent globulin, with 46 per cent of the globulin being gamma globulin. Serum 
examined for antibodies showed high titers present against extracts of sub- 
maxillary gland and against parotid gland. Low titers were present. to 
suprarenal glands and liver and no antibodies could be found to kidney or 
thyroid. Steroid treatment for 2 months “somewhat” diminished the sub- 
maxillary gland enlargement but did not affect the gamma globulin or the 
high (72 mm.) erythrocyte sedimentation rate. EK. K. 


ANAPHYLAXIS 


Further Studies on the Role of Proteases in the Allergic Reaction. Ungar, 
G., Yamura, T., Isola, J. B.. and Kobrin, S.: J. Exper. Med. 118: 359, 1961. 


Protease activation is an important step in the mechanism leading to 
allergie response and oceurs during anaphylactie and anaphylactoid reactions. 

Proteolysis was measured by the hydrolysis of various synthetie amino 
acid esters in serum, ascitic fluid, urine, lung, and skin of guinea pigs, rats, 
mice and humans before and during the induction of anaphylactic and ana- 
phylaetoid conditions. The addition of specific antigen to sensitized guinea 
pig lung slices or serum caused significant protease activity, and the addition 
of peptone to guinea pig serum, or agar to rat serum, resulted in a large 
degree of protease activity. Human skin obtained from fresh mastectomy 
specimens exhibited protease activity in synthetic substrate when activated 
by Rhus extract or croton oil. Similarly guinea pig urinary protease activity 
was increased during the early phases of anaphylactic and peptone shock. 
Mouse peritoneal fluid obtained by treatment of animals with peptone mani- 
fested no increase in protease activity unless the animals were pretreated 
with Hemophilus pertussis. Protease activity could also be demonstrated dur- 
ing reverse anaphylaxis in which anti-guinea pig rabbit serum was reacted 
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with normal guinea pig serum in synthetie amino acid ester substrate. Vary- 
ing degrees of hydrolysis were produced by the different systems in the dif- 
ferent substrates. Some of the immunologically activated enzymes, while 
effective in hydrolyzing synthetic substrate, were not reactive on protein 
substrates, e.g., fibrin. The fact that these enzymes liberated during ana- 
phylactie or anaphylactoid reactions are probably specific proteases with 
plasmin, cathepsin, or chymotrypsin types of activities is discussed in the 
light of the above findings. D. S. 


Production of Circulating Antibody Against Defined Antigen (BGG) by Neo- 
natal Guinea Pigs. bishop, D. W., and Gump, D.: Proe. Soe. Exper. 
Biol. & Med. 106: 24, 1961. 


These experiments were designed to study the ability of guinea pigs to 
produce humoral antibodies against defined antigen immediately after birth. 
Animals of outbred stock, from 6 to 30 hours after delivery, received a single 
intramuscular injection of bovine gamma globulin combined with Freund 
adjuvant. The presence of circulating antibody was detected by passive 
cutaneous anaphylaxis and by agar—diffusion tests. Sera collected 7, 9, 11, 
and 15 days after sensitization yielded positive PCA reactions in 7, 80, 94, 
and 100 per cent, respectively, but agar-diffusion tests gave negative results. 
Antibody production in animals 4+ to 6 days of age was more rapid than in 
the newborn but not as rapid as in adult animals. The authors have the im- 
pression that antibody production capacity probably exists at a reduced 
level even before birth. B.S. 


Passive Cutaneous Anaphylaxis in the Guinea Pig as Related to the Response 
of Isolated leum. Lier, 0. G., Sigueira, M., and Beraldo, W. T.:  Proe. 
Soe. Exper. Biol. & Med. 106: 29, 1961. 


The relative merits of the PCA and Schultz-Dale techniques were studied 
in parallel experiments in guinea pigs sensitized with known amounts of anti- 
body or antigen. The reliability of the PCA. technique both in direct and 
reversed passive anaphylaxis was established. Intravenous injections of 
known amounts of antibody or antigen were given and the animals were 
challenged with the opposite agent after varying latency periods. The 
superiority of the Ovary technique in detecting sensitization was demon- 
strable, especially with small amounts of antibody (10 ug@ ADN) and latency 
periods that were quite short (2 hours) or long (96 hours). B.S. 


Comparative Efficacy of Intravenous and Intraperitoneal Administration of 
Antiserum in Passive Anaphylaxis. (‘oulson, E. J., and Stevens, IL: 
Proce. Soe. Exper. Biol. & Med. 106: 40, 1961. 


In passive anaphylaxis, the intravenous route of sensitization is generally 
regarded as being more uniformly effective than other routes. Nevertheless 
the intraperitoneal route, using an interval of 24 to 48 hours between sensi- 
tizing and challenging injections, is preferred by many because of its greater 
convenience, The comparative effectiveness of these sensitizing routes was 
studied by determining the median sensitizing dose (SD5.) of antibody nitro- 
gen by both methods and the median lethal dose (LD;.) of antigen in animals 
passively sensitized with uniform doses of antibody by both routes. It was 
found that if the animals were challenged after an interval of 48 hours, the 
two routes were equally effective in inducing passive anaphylactic sensitiza- 
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tion. The more convenient intraperitoneal technique, with an incubation 
period of 48 hours, may therefore be considered equally as reliable for quanti- 
tative studies as the intravenous method. B.S. 


Anaphylaxis in Bordetella Pertussis-Treated Mice. IV. Schultz-Dale Reaction. 
Munoz, J., and Maung, M.: Proce. Soe. Exper. Biol. & Med. 106: 70, 1961. 


Bordetella pertussis increases the susceptibility of mice to actively or pas- 
sively induced fatal anaphylactie shock, but it does not have any effeet on mouse 
skin in passive cutaneous anaphylaxis. The mechanisms involved are uncertain 
and the authors sought clarification by studying the effect of B. pertussis on 
the specifie active and passive sensitization of smooth muscle in mice. Mouse 
antibody proved more effective than rabbit antibody in the sensitization of the 
mouse uterus. In passive sensitization, B. pertussis did not affect the sensitivity 
ot the musele strips, showing that this agent was not acting directly on this 
tissue. In active sensitization, the aecelerating action of B. pertussis was 
readily demonstrated. While these findings do not explain why B. pertussis in- 
creases mouse susceptibility in passive anaphylaxis, they do show that localiza- 
tion of antibodies in the tissues is not affected and that the tissues are not made 
more sensitive to an antigen-antibody reaction. B.S. 


MISCELLANEOUS 


Virus Studies in Chronic Bronchitis. Jack, I., and Gandevia, B.: Am. Rev. 
Resp. Dis. 82: 482, 1960. 


Nineteen patients with chronic bronchitis were studied for one year to 
determine whether viral infections were responsible for exacerbations of their 
illness. Viral studies were performed using both cultural and serologic 
methods. Preliminary chest roentgenograms and bronchograms were done 
when indieated and roentgenograms were made during severe exacerbations. 
The exercise tolerance of the patients ranged from normal to inability to 
walk more than 50 yards on the flat. Patients were instructed to gargle with 
sterile saline at the slightest indication of an upper respiratory infection or 
when they noted an inerease in wheezing or a change in the volume or 
purulence of the sputum. 

All of the gargle specimens were inoculated into monkey kidney cell 
cultures which were examined within 6 days for the presence of viral eyto- 
pathogenic effects. These cultures were also examined for the presence of 
hemadsorption in the absence of eytopathogenic effects. Twenty represent- 
ative specimens were inoculated into tubes containing Hela cells. Six speci- 
mens only were inoculated into 16-day-old chick embryos in the known 
absence of epidemie influenza. 

Complement fixation tests for influenza A, influenza B, and adenoviruses 
were carried out on all serum specimens about four times a year. Additional 
specimens were taken at the onset of alleged exacerbations and again 3 weeks 
later. In those patients with significant amounts of adenovirus antibody, all 
specimens were titrated. During the year of observation, a total of 62 gargle 
specimens and 152 blood samples were examined and all failed to reveal evi- 
dence of infection with influenza A and B viruses, adenoviruses, or croup- 
associated viruses in spite of the presence of clinical evidence of exacerbations 
of bronchitis. K. W. 











> Miscellaneous 79 


Eosinophilic Gastroduodenopathy. Kapp, R. W., and Pagtalunan, R. J. G.: 
Ohio M. J. 57: 157, 1961. 


Seventy-two cases of eosinophilic granuloma of the gastrointestinal tract 
have been reported in the literature to date. The large majority of these 
were gastroduodenal in location and none had been diagnosed preoperatively. 
The present report concerns a 64-year-old woman with chronie upper ab- 
dominal pain and indigestion of 17 years’ duration. The laboratory findings 
were normal except for x-ray evidence of gall stones and a persistent leuko- 
cytosis up to 20,000 per eubie millimeter with an initial eosinophilia of 62 
per eent. At operation, a serosanguineous ascitic fluid and a chronically 
diseased gall bladder were found. In the prepylorie portion of the stomach, 
a firm 6 by 11 em. tumor mass was palpated and multiple pinhead-sized whitish 
nodules were found on the serosal surface of the gastrie antrum and liver. A 
frozen section of a nodule from the stomach wall revealed numerous eosino- 
phils among the smooth musele fibers and between the submucosa and mus- 
cularis. The patient was discharged improved but was readmitted to the 
hospital several months later with severe epigastric and right upper quadrant 
pain. The white cell count was 14.450 with only 1 per cent eosinophils. At 
operation, a collection of amber-coloved gelatinous material in the subhepatie 
space was found to contain large numbers of cosinophils along with other 
white blood cells. 

The patient had a personal history for allergy, a finding whieh was com- 
mon among those cases reported in the literature. H. F. 


The Influence of Cortisone on Experimental Fungus Infections in Mice. 
Louria, D. B., Fallon, N., and Browne, IL G.: J. Clin. Invest. 39: 1455, 
1960. 


Mice were infected with varving amounts of J/istoplasma capsulatum, 
Cryptococcus neoformans, or Candida albicans. Treatment with cortisone had 
little effect on infeetion with the firsi 2 funei but markedly increased the 
mortality from Candida infection. 'The major site of Candida multiplication 
oceurred in the kidneys. There was no increase in tissue counts of organisms 
in other tissues as compared with the controls. When the institution of cortisone 
treatment was delayed to one day after infeetion, the mortality rate was re- 
dueed, and a further reduction was observed if cortisone was withheld for one 
week. Maximal mortality rates were observed when cortisone was administered 
from 2 days prior to infection. The strain of mice used may have affeeted 
suseeptibility to the infectious organisms studied. The serial development. of 
lesions was compared in cortisone-treated mice and controls. K. K. 


Pulmonary Atelectasis Due to Voluntary Suppression of Cough. Harris, M.S.: 
Dis. Chest. 39: 539, 1961. 


Voluntary suppression of cough is an additional factor to be considered 
in the differential diagnosis of massive pulmonary atelectasis as illustrated in 
5D eases. Emotional motivation toward suppression of cough was present in 
at least 4+ of the 5 patients. Bronchoscopic examination and exploration ruled 
out intrinsie disease of the airway. Four of the 5 patients had recurrences of 
the atelectasis until they ceased to suppress their cough. The importance of 
eough in accelerating expiratory air flow is emphasized. If. Pelz 
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A Study of Serum Enzymes in Patients Suffering From Periods of Respiratory 
Insufficiency, Especially Asthma and Emphysema: Preliminary Report. 
Colldahl, H.: Acta med. scandinay. 166: 399, 1960. 


Alteration in serum enzymes has been demonstrated following severe ex- 
perimental “asthma” in guinea pigs, and has been shown to be related to liver 
damage. In the present study the author found altered enzyme values in 
about 20 patients with asthma. Elevated enzyme values were found in those 
in whom dyspnea was recent. Higher values were found with relatively more 
severe dyspnea or when dyspnea of even mild degree was superimposed on 
severe pre-existing emphysema. Abnormality was found, even in the absence 
of any myocardial damage, particularly for the enzymes, glutamic pyruvic 
transaminase and elutamie oxalacetic transaminase. Sometimes ornithine 
carbamylitransferase is elevated (indicating liver damage) and aldolase is 
sometimes clevated. lsocitrie dehydrogenase appears to be normal. Ki. i. 


Heparin Treatment in a Case of Carcinoid Tumor. <Austern, IL. Johansson, 
S-A., Lundberg, A. and Sjoberg, H-E.: Acta med. seandinay, 168: 567, 
1960. 


A man with metastases from a carcinoid tumor of the ileum experienced 
periodic flushing, sweating, and headache in attacks of 20 minutes’ duration. 
The administration of heparin intramuscularly twice daily gave dramatic 
relief of these symptoms after 2 days, and of pain from the caneer. Urinary 
excretion of the metabolite form of serotonin was diminished by the ad- 
ministration of heparin; it was increased on the third day after withdrawal 
and again decreased on re-administration. It is suggested that heparin de- 
presses the release of serotonin and thus relieves symptoms of the carcinoid 
syndrome, E. K. 











